2. The ribonuclease inhibitor of claim 1, wherein ribonuclease inhibitor is a 
human ribonuclease inhibitor and the substituted cysteine residue is in at least one of 
positions 94, 95, 328 and 329. 

3. The ribonuclease inhibitor of claim 1, wherein the cysteine residue is replaced 
with an alanine residue. 

4. The ribonuclease inhibitor of claim 1, wherein the substitution in at least one 
of the cysteine residues inhibits the formation of a disulfide bond with an adjacent cysteine 
residue. 

5. The ribonuclease inhibitor of claim 1, wherein the mutant ribonuclease 
inhibitor is 10 to 15 fold more resistant to oxidative damage than the native human 
ribonuclease inhibitor. 

6. The ribonuclease inhibitor of claim 1, wherein the ribonuclease is of the 
RNASE A superfamily. 

7. The ribonuclease inhibitor of claim 1 5 wherein the modified ribonuclease 
inhibitor exhibits an in vitro inhibition of ribonucleolytic activity. 

8. The ribonuclease inhibitor of claim 1, wherein the mutant ribonuclease 
inhibitor is derived from the native human ribonuclease inhibitor. 



9. (Amended) A mutant human ribonuclease inhibitor having at least one amino 
acid substitution in at least one of two adjacent cysteine residues present in the amino acid 
sequence of the wild-type ribonuclease inhibitor, the substitution being an amino acid other 
than cysteine, the mutant ribonuclease inhibitor having a greater resistance to oxidation, the 
mutant ribonuclease inhibitor retaining the specificity and binding affinity to angiogenin of 
the wild-type human ribonuclease inhibitor. 
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10. The ribonuclease inhibitor of claim 9, wherein the substituted cysteine residue 
is in at least one of positions 94, 95, 328 and 329. 

11. A DNA sequence comprising a coding sequence encoding a mutant 
ribonuclease inhibitor which differs from the corresponding wild-type ribonuclease inhibitor 
in that at least one codon for cysteine has been replaced by a codon for another amino acid. 

12. A DNA sequence as claimed in claim 1 1 wherein the replaced cysteine residue 
is adjacent to another cysteine residue in the wild-type sequence. 

13. A DNA sequence as claimed in claim 1 1 wherein the ribonuclease inhibitor is 
human ribonuclease inhibitor and the cysteine replaced is at least one of amino acid positions 
94, 95, 328 and 329. 

14. A DNA sequence as claimed in claim 1 1 wherein the substitution is a codon 
for alanine. 

15. (New) A mutant human ribonuclease inhibitor having at least one amino acid 
substitution in at least one of the amino acids positions 94, 95, 328 and 329, the substitution 
being an alanine for a cysteine, the mutant ribonuclease inhibitor having a greater resistance 
to oxidation, the mutant ribonuclease inhibitor retaining the specificity and binding affinity to 
angiogenin of the wild-type human ribonuclease inhibitor. 

REMARKS 

By an Office Action dated January 2, 2001 in the file of the above-identified 
application, the Examiner rejected the application under 35 U.S.C. §112, first paragraph and- 
second paragraph, and also applied a prior art rejection. Based on the changes to the claims 
made above, and the arguments presented herewith, reconsideration of the merits of this 
patent application is respectfully requested. 
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